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REMARKS 

The Claimed Invention 

The claimed invention is directed to an antigen presenting vesicle free from its natural 
surroundings. 

The Pending Claims 

Prior to entry of the above amendments, Claims 2-4, 6 and 13-17 are pending. 

The Office Action 

Clauns 2-4, and 6, are objected to under 37 C.F.R. 1.75(c), as being of improper 
dependent form. 

Claim 6 stands rejected under 35 U.S. C. 112 second paragraph, as being indefinite. 

Claims 13, 2, 3, 4, and 6, and newly added claims 14-17 stand rejected under 35 
U.S.C. 112 first paragraph, as not enabled by the specification. 

Claims 13, 2, 3, 4, and 6, and newly added clauns 14-17 stand rejected under 35 
U.S.C. 1 12 first paragraph, as not meeting the written description requirement. 

Response to the objections and rejections 

In the response that follows, the Examiner's individual objections and rejections are 
provided in full text, as identified by indented small bold print, followed by Applicants 
response. 

37 C.F.R. §1.75(c) Objection 

Claims 2-4 and 6 are objected to under 37 C.F.R. §1.75(c), as being of improper dependant 
form for failing to further limit the subject matter of a previous claim. Applicant is required to 
cancel the claim(s), or amend the claim(s) to place the c]aim(s) in proper dependant form, or rewrite 
the claim(s) in independent form. 

This rejection has been avoided by cancellation of Claims 2-4 and 6 
without prejudice to renewal. 
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35 U.S.C. §112 Second Paragraph Rejection 

Claim 6 is rejected under 35 U.S.C. § 112, second paragraph, as being indeHnite for failing 
to particularly point out and distinctly claim the subject matter which applicant regards as the 
invention. 

Claim 6 recites the limitation "wherein said antigen presenting ceil" in line 2. There is 
insufficient antecedent basis for this limitation in the base claim 13. 

This rejection has been avoided by cancellation of Claim 6. 
35 U,S.C. $112 First Paragraph Rejection (enablement) 

Claims 13, 2, 3, 4, and 6, and newly added claims 14-17, are rejected under 35 U.S.C. 112, 
first paragraph, because the specification, while being enabling for an antigen presenting vesicle 
comprising a membrane and a MHC class II protein wherein said antigen presenting vesicle is 
obtainable from an antigen presenting cell, does not reasonably provide enablement for an antigen 
presenting vesicle comprising a membrane and any MHC Class I protein, or any functional derivative 
or fragment thereof, wherein said antigen presenting vesicle is obtainable from any cell. The 
specification does not enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and use the invention commensurate in scope with these claims. 

With regard to claims 2-4 and 6, Applicant has stated that these claims have been deleted, 
though as discussed supra, there is no record of this. So until said claims are cancelled, the instant 
rejection of said claims is maintained. 

Claims 2-4 and 6 have now been cancelled. 

With regard to newly amended claim 13 and newly added dependant claims 14-17, the 
rejection has been maintained in part. Applicant contends that the rejection has been avoided in part 
by amending claim 13, so that claims 13-17 recite a cell that is a B lymphocyte, and by deleting the 
phrase "or a functional derivative or fragment thereof *• The examiner agrees that said amendments 
have removed part of the instant rejection with regard to enablement of any antigen presenting cell 
and with regard to any functional derivative or fragment of a MHC Class I protein. 

However, the instant specification is still not enabling regarding how to make and use an 
antigen presenting vesicle obtainable from a B lymphocyte comprising a MHC Class I protein as 
recited in newly amended claim 13 and newly added claims 14-17. Applicant notes that the examiner 
has noted that the instant specification discloses in its examples an antigen presenting vesicle derived ^ 
from B cells. The examiner further notes presently that the instant specification does not disclose that - 
said antigen presenting vesicle derived from B cells actually comprises MHC Class I proteins, but only- 
discloses that said vesicles comprise MHC Class II proteins. Applicant contends that lymphocytes 
such as a human B cell line used to generate vesicles in the present invention, generally express MHC 
Class I protein, with which the examiner agrees. Applicant further contends that said Class I . ^ , 

expression in B cells, in part explains the presence of Class I proteins on lymphocyte derived vesicles7^^^^"^ 
however, the examiner can not find support for said contention in the instant specification. It is noted 
that Tse et al (Journal of Experimental Medicine (1984) 159(1): 193-207 teaches that the vesicles 
showing MHC class I molecules were not found in B cells, see entire article, including the Abstract). 
Therefore, it would require undue experimentation to predict which antigen presenting vesicles 
derived from B cells comprise a MHC Class I protein without further guidance from the specification, 
or without objective evidence that the B cell derived vesicles exemplified in the instant specification 
comprise MHC Class I proteins. 

Therefore, though Applicant's arguments have been fully considered, they are not 
persuasive, and the rejection is maintained in part, essentially for the reasons of record. 
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the specification is that the claimed vesicles contain Class I MHC molecules. 

The present invention and the Zitvogel reference cited by the Examiner provide 
evidence that MHC class I and/or II molecules are present in vesicles derived from 
antigen presenting cells. 

To prepare the claimed vesicles, all that is required as a starting material are cells 
expressing MHC class I and/or class II proteins and^£ methodology disclosed in the subject 
application. The Zitvogel reference confirms that culture supernatants of antigen-presenting 
cells, such as dendritic cells cited by Zitvogel (page SOsTcolunm 1, lines 5-21) or B . 
lymphocytes as clauned (page 1, line 17; page 5, line 18, page 6, line 2), can be used to isolate 
vesicles comprising MHC class I and class II by differential ultracentrifiigation of culture 
supernatants (Zitvogel, page 595, column 1, lines 5-21; and the present application, at page 2, 
line 25 through page 3, line 1). The vesicles isolated by Zitvogel were 60 - 90 nm in diameter 
(page 595, column 1, line 1) and in the present invention 60 - 80 nm (page 9, line 7). 

Although the claimed antigen-presenting vesicles are exemplified by identifying 
the presence of MHC class II molecules, the specification teaches the presence of MHC 
class I molecules on lymphocyte multivesicular MIICs (intracellular compartments 3^^""^ 
bearing MHC class II molecules). The~post-filing publication of Zitvogel, et al 
confirms the operability of the method'for obtaining the claimed antigen-presenting 
vesicles, and that multivesicular MIICs can comprise MHC I and/or MHC I molecules. 
The Zitvogel publication shows that differential centrifiigation and fractionation over a 
linear sucrose gradient, which was first disclosed in the instant specification, may be 
used to isolate exosomes that comprise MHC I and/or MHC II molecules, and thus 
confirms that undue experimentation is not required. Western blot and 
immunoprecipitation analyses to detect the presence of MHC I molecules as well as 
MHC II molecules can be carried out using techniques well known to those in the art at 
the time of filing of the application, and by following the procedures taught in the 
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instant specification (page 3, line 1 through page 4, line 11; page 8, line 4 through page 
10, line 9; and page 12, line 31 through page 13, line 13 of the original specification ), 
but using anti-MHC class I antibodies readily available to those in the art {see Zitvogel 
et aL, cited by the Examiner, as well as Scott et al. (1995) /. Immunol 155:143-148; 
Kaufman, et al (1995) Proc, Natl Acad, Scl 92:6484-6488; Atta, et al (1995) Clin. 
Exp. Immunol 101:121-126; Khilko, et al (1995) /. Immunol Methods 183:77-94; 
Rangel, et al (1995) Eur. Cytokine. Net 6:195-202, cited by Applicants on April 17, 
2001 in their response to the Final Rejection). Therefore, by following the detailed 
exemplification provided in the specification for obtaining vesicles containing MHC 
Class II molecules, the claimed vesicles can be obtauied without undue 
experimentation. One of skill in the art is not, as suggested by the Examiner, reduced 
to predicting which antigen presenting vesicles derived from B cells comprise MHC 
Class I protein, rather the person of skill can detect the protein by any of a variety of 
techniques well known in the art including the use of readily available anti-MHC class I 
antibodies. 

The Tse reference is not a contemporary reference and does not support the 
Examiner^s position. 

The Tse et al reference cited by the Examiner in support of her position was 
published in 1984, some eleven years prior to the priority date of the subject 
application. Applicants' are able to find only a single sentence in the entire 
publication (page 204, lines 10-12) relating to B cells and internalization of MHC class 
I molecules. There are no data nor are there any citations to references containing data, 
and therefore no way for one of skill in the art to evaluate the accuracy of the 
statement. The reference is simply not enabling for that which it is cited. 
Furthermore, the sentence says only that Class I MHC molecules are excluded from the 
vesicles that are internalized that contain Class II MHC molecules; it does not say that 
B cells do not internalize Class I MHC molecules in vesicles, the proposition for which 
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the Examiner is citing the reference. 


Zitvogel et al (1998) reports that MHC Class I molecules were observed in 
vesicular structures in B cells contrary to the teaching ascribed to Tse et al . 

Zitvogel et al (already of record), published after the priority date of the subject 
application supports the teaching of the specification and provides contrary teaching to 
that ascribed by the Examiner to Tse et al. On page 598, second colunrn, first full 
paragraph, Zitvogel et al report that Class I molecules are located on vesicular 
structures in B cells. Furthermore, treatment of the cells with cycloheximide was used 
to show that the Class I molecules in the vesicular structures were derived from the 
plasma membrane. Attached is a recent publication by one of the inventors (Wubbolts 
et al (2003)) which discloses "the abundant presence of MHC class I and class 11" in 
human B-cell derived membrane vesicles (see abstract). The technique used for 
isolation of vesicles is essentially the same as that of the subject application. The 
Examiner is respectfully requested to withdraw this rejection. 


35 U.S.C. §112 First Paragraph Rejection (written description) 

Claims 13, 2, 3, 4 and 6, and newly added claims 14-17, are rejected under 35 U.S.C. 112, 
first paragraph, as containing subject matter which was not described in the specification in such a 
way as to reasonably convey to one skilled in the relevant art that the inventor, at the time the 
application was filed, had possession of the claimed invention. 

Response to Arguments 

Applicant traverses the rejection on the grounds that language of the claims was present in 
the PCX appUcation from which the instant application follows. However Applicant does not address 
the aspect of the instant rejection which notes tha the instant specification foes not describe the 
antigen presenting vesicle obtainable from a B cell that comprises a MHC Class I protein. It is noted 
that the instant specification describes an antigen presenting vesicle obtainable from a B cell wherein 
said vesicle comprises a MHC Class H protein, but does not describe that said vesicle (or any vesicle) 
comprises MHC Class I protein. Therefore, though the specification describes an antigen presenting 
vesicle obtainable from a B cell, wherein said vesicle comprises a MHC Class H protein, one of skill 
would not know they were in possession of an antigen presenting vesicle obtainable from a B cell, 
wherein said vesicle comprises a MHC Class I protein, without further description from the instant 
specification. 

Therefore, though Applicant's arguments have been fully considered, they are not 
persuasive, and the rejection is maintained, essentially for the reasons of record. 
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Claims 2-4 and 6 have been cancelled. As to the remaining ciauns, this 
rejection is respectfully traversed because the Examiner has failed to explain why a 
person skilled in the art would not recognize that the inventor had possession of the 
clauned subject matter at the time the application was filed; a prima facie case of 
unpatentability has not been made. 

A pplicants have taught that lymphocytes such as-the human B cell line used to 
generate vesicles in the present inventiom^nerally express MHC Class I protein 
tiierefore vesicles derived from such lymphocvtes-inherentlv contain Class 
proteins. 

A claim need not be described literally or "in haec verba" in order for the 
specification to satisfy the written description requirement. A structure, process or 
property not explicitly described may satisfy the requirement if the structure, process, 
or property is inherent in what is described. 

Applicants have described generally in the specification that vesicles containing 
MHC Class I and/or Class II molecules can be obtained and have described that antigen 
presenting cells such as B cells can be used as a source of such vesicles. See for 
example page 6, lines 1-6 of the instant specification. It was known in the art, prior to ^ y 
the priority date of the subject application that B lymphocytes such as the human B cell ^ 
line used tq^ generate vesicles in the present invention express Class I MHC molecules. 
The specification describes that B lymphocytes secrete membrane vesicles that express 
MHC molecules. Applicants also described that MHCTnolecules were internalized in . 
vesicles that could be isolated. It therefore follows that vesicles obtained starting with^ 
a source of cells that express MHC Class I protein on their surface inherently will 
contain MHC class I protein. The subject matter of the claims appears in the claims 
originally filed in the PCT application from which the subject application entered ^'^ 
national phase in the US. Thus the applicants have conveyed with reasonable clarity to 
those skilled in the art that as of their priority date they were in possession of the 
claimed invention and the Examiner is respectfully requested to withdraw this 
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rejection. 


CONCLUSION 


In view of the above amendment and remarks, it is submitted that this application is 
now ready for allowance. Early notice to that effect is solicited. If, in the opinion of the 
Examiner, a telephone conference would expedite the prosecution of the subject application, 
the Examiner is invited to call the undersigned at (831) 648-3090. 


Rae- Venter Law Group, P.C. 
PC Box 1898 

Monterey, CA 93942-1898 
Phone: (831) 648-3090 
Facsimile: (831)242-0137 

BRV/mnb 


Respectfully submitted. 




Barbara Rae- Venter, Ph.D. 
Reg. No. 32,750 
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ENT ATTORNEY DOCKET NO. CABE.OOI.OIUS 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 


b 1 c*l N o . ; 39/G 11,167 

Filed: October 5, 1998 

For: CELL DERIVED ANTIGEN 
PRESENTING VESICLES 


Art Unit: 1644 


MARKED UP VERSION OF 
CLAIMS 


Box After Final 

Assistant Commissioner for Patents 
Washington, D.C. 20231 

Sir: 


The Examiner is respectfully requested to make the following amendments. A clean 
copy of the text of the claims following the amendments is attached hereto 

IN THE CLAIMS: 
Cancel Claims 2-4 and 6. 


13. (Reiterated) An antigen presenting vesicle free from its natural surroundings, said vesicle 
comprising: 

a membrane, a major histocompatibility complex (MHC) Class I protein and one or more 
at least partially processed antigens bound to said MHC class I protein and wherein said antigen 
presenting vesicle is obtainable from a B lymphocyte. 


CERTIFICATE OF FIRST CLASS MAILING 

I hereby certify that this correspondence is being deposited 
with the United States Postal Service with sufficient postage 
as first class mail in an envelope addressed to the Assistant 
Commissioner for Patents, Washington, D.C. 20231: 



(Date) 


(Signature) 
(Printed Name) 


PATENT 


ATTORNEY DOCKET NO. CABE,001,01US 


14. (Reiterated) The antigen presenting vesicle accordinjg to Claim 13, wherein said vesicle is 
obtained by the step of recovering a 70,000 x g pellet obtained by differential centrifugation of 
membrane-containing fractions of cell culture media or lysates of B lymphocytes containing said 
MHC Class I protein. 

15. (Reiterated) An antigen presenting vesicle free from its natural surroundings, said vesicle 
comprising: 

a membrane, a major histocompatibility complex (MHC) Class I protein and one or more 
at least partially processed antigens bound to said MHC Class I protein, and wherein said antigen 
presenting vesicle is derived from culture media of B-lymphocytes containing said MHC Class I 
protein. 

16. (Reiterated) An antigen presenting vesicle free from its natural surroundings, said vesicle 
comprising: 

a membrane, a major histocompatibility complex (MHC) Class I protein and one or more 
at least partially processed antigens bound to said MHC Class I protein, wherein said antigen 
presenting vesicle is obtained by the step of recovering a 70,000 x g pellet obtained by 
differential centrifugation of membrane-containing fractions of cell culture media or lysates of 
B-lymphocytes containing said MHC Class I protein. 

17. (Reiterated) An antigen presenting vesicle free from its natural surroundings, said vesicle 
comprising: 

a membrane, a major histocompatibility complex (MHC) Class I and Class II proteins 
and one or more at least partially processed antigens bound to said MHC proteins, wherein said 
antigen presenting vesicle is obtained by the step of recovering a 70,000 x g pellet obtained by 
differential centrifugation of membrane-containing fractions of cell culture media or lysates of 
B-lymphocytes containing said MHC Class I and Class II proteins. 
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Respecttuliy submitted. 


Barbara Rae- Venter, Ph.D. 
Reg. No. 32,750 

Rae- Venter Law Group, P.C. 
PC Box 1898 

Monterey, CA 93942-1898 
Phone: (831)648-3090 
Facsimile: (831)242-0137 

BRV/mnb 
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